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ApplicMM hsm im^&ll): a^vkw^l and oo?e;idered ihs (aqptaasf^ of the 2/23/0? 
AdvAory Action m& offe the following mm&rto, ApplkmMS fkllw oekoowiedge that tie 
eortkr 1 02(b) TOjesikm to been wlthtow;^ 

CAeieody ehhms ?> 10, 124? «i 19 him to ai>eoded; dihms 3 : Jok tAi 11 &M 
1 8 have beeo as a rooAo dal« ! -2, 4, A 10, 1 2- ! ? aod 19 » &ow peodmg k &fe 

opplbatioo, 

ClafflM 1 5 aid 1 9 » ^jeded under were rented m&r 35 U'iC 5 1 1 2, fmt pamgn^i 
&s amt»b| su&jeci matiw whkh wi ml fe&dfe^ Ik ibs spedlkMk>n to a wny to 
Rm^ombly eoovey to « skilled 1b &s rdlmgst at &t & time ofAe b^eootkm fat AepUeeot:> 

p&mmm of the cfctin&d temfe, or web whkA k A sg&st MoAy coooeeted, to mfeb 
M#or xm the ieveotAe, 

Appll^WB k the instant Baokp-oood «e the Mowlog; "Stroke A dedoed m $ mfcteL 
ooooo?ov-dsd-o, !be&l oeoKdo|iAol dfeltdt that related ebhorto eetehod i$d&emk or 
hemorrhtpf > (pega I , hoes 11-1 dp h & wtM ktmm mm. <$m or fkomfei that brook feose from 
epo^eee kafei m& m the ton sod tap lodge is* eerebod mmm ood c« cemkil 
AckooAo AeveAnehm regaixlfe of the l&tlkl eaoseAbe stroke k bdoe treoted. m ihm 
mplkmkm* Ifcwever, k & spirit of compromise eed m m effort to advaas® po:^eodoo of&k 
ease, Appkcam* corroded Ife phrase ImomnfeMie or doooAx>tk:: ' : fei elite 1 5, wihki 
should ohmte the rejection of claim 15 m& i ts depemtol elolm I9< 

Ckkos A4 were t^ecftal ustfbr 35 USC S f 03(a) as hekg oop^tomehk over too Wdss 
pmm Ah A 5AS LA32 * the 132 poteoA m Aow of h^berg ot th ( Abstract 1 o9?> aod Aother m 
dew of (he^vcokj et al (If 94) es set forth it p^ges h-f of the pdor ofnee aedoo. 

The Advisory Aotioo rober^oex ibot A 3 2: petmt dkdo^es of 
oeumdegeoemoe dAoo$e {spedkotly fe:thiM>o^ Dlsea^t ood btam iojodes <m,d hether 
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d Ado sod in & Baokgrouod. The Obke Amm dm reitemat fern Stoberg d al ^efee^ 
$uggoal that a grater masbre of traospfaated cols is Mn&le «I will prodaoe & booer 

caa&ome, M(>reover, the Office Aetkm smte* IM <k$bm$& suggest ftm g longer «kky 
Iblbwkig ischemic kprv prior to the teB|xkmMk^ M|c?y b dm?&t>k< Tfcs Offi« Asibrs 
eoneiodee that all vvMdy^€|5k>d mfed moctetg for stroke m th$ MIM miimm 

wmdil bmm & mmmfah zxpmMkm i&mmsm for teai&g Aroke .hi ktm&ns. 

First to eMa>lk1i a prima hi- m cms- of ohvmmmm under 35 IbSA. § H>3. : tfesse tele 
erAada must bo met Em, fee mum be mxm mggmkm or oaHAabon. dther & ifee rfw 
or ii* the keowiedge ge&emUy rfik to w of osdmary skill m roe art, to m&$$$ 
the tg&rai&e or to sgimbfrc relb:^:^ toaohm-p. Second, m^? be a timmaSafat expectation 
of sue&sss, Third, & cited, prior at rofAeoees irM teaeh or suggost a!! of me claim liiitellw.. 
F'ord>eooo^ :: the suggo&hoa to ooAe too dwd eomMmtlOT aod too reaaoaahb eapaatabeo of 
mc-coM a# both be fbaad b lbs prior $st s oot ha^ed opoo the Applkaotr dAeioxw. A gkihira 
to ml aay ooe of iltese erberk A a bdkae to sslsNisli a prima fade- mm of obkooaoeao 
MPEF §2143. 

Let m mmt by revkwiog too invendosi aod daims cofisid^fmim The Applicants 
w the ftm kacraffii kveotors to bheet oeooeoa! edk boo bomaae fbr tho teatoteot of :Oroke 
(^i?ygq«t to m ardooa& pracokaA pioeess aod fgg&g m 1MB}.. Tho W« method 
keh.aks debvorkg 2 million vahdo hNT isagftmil eolk tor ktor d ahbkoi eeik| to a plurality of 
drain $£fc$ kmda&d io the stroke, l oo Applka^ thco followed the psttas for a. rooober of 
momhs. Oak wbeo tbe p^beotN were ovoleobk aod shewed to$po>voo^o:at did the Appdoartte die 
tho ioeooo plait opphcatum Tho revolts obtdood ^how that ^4mhd«mbo of at te^t &k 
atdhoo viable oet^oo^l oods A ooox|>oetedl) ;r ^wperko to dob very of twp atdboo. oelfe in imoiog 
oooddk>oa ^:oeh a etoAe. barkrasotds dAooee, lAK^ikgtooA diee^M or ineoos; wikl?. mvoA-o 
bmio deioogo or dogooorar=oe . 

As ledieated. .m die preeem tpp!leatk>n at pap LI of the ESS (Botop€^o 

Stroke Seako hi padooto sboood that aiior six Mlk the meao ehoopo feao base hoe wta !.j 
poiota io the padeote gh-eo two todboo vmhk ooarooai oeM^, kKlkMi^g oo nc^imaMe sibkd 
beoobt. Hovvover. wlim tho patiooo wora givao aA orddoo Aobk ooorooa! oalb, thorr seores 
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woo? much higher at 5,3 pmm% mmlmg m a clklca! benefit Tim, the applkMka as life! 
ikam a dear tesdtt. ks fc « of m km m mBm m&hh mmoml c^lk 

The improved results h>howmg ir«§r of M km sk miikm ebbte Pirii] eoho Me 
aba mm m motor eteaaaoa of ESS mtoted &t 16, Sm Ml pr&gmph of too ftfewnt 
appifcmk>:E. Alter six oo.aoho the msm ctep tk>m haoedioe was oaly 1 J |K>te lor the two 
mOlbn viafek mil group, kit doook that (3>l p$jfo&) Ibr fe six miflfes elahlo eetl groop,. Ae 
iodkatod >o page 17, fat psa^sphu IM too>sfe: of sis odihoo viable neowod cods obo (Ik! not 
cggm the roe m systolic blood pismm mm m$k the tmmfat ofooly two rohboo odk. 

Thto :: m eoaehaiod a? pp 1 7, mm pmmmpk., of the preaere appboam>e: 

"tho stroke &c&k revolt* .eupeo\r d* v o tdo cehv m o be effieMao^S $M boo the 
(€B>pbavh added) 

11m: s:oporo>roy of admsnisiensig m km m< million viable miw! eobo s£*bw» the 
f$$£k8tion as fhod fa alao fsirtfe idimmed to the two ihmtu.ro ppeer K-oodikhlo I2CMM)) arid 
KmiMd'ka «t ol (2002) oow sobro hteb. Stae oote that twite of dat popery mm* prim art 
are mbmhtted ae farther dk;atmboo of the sapenoebv of trooper of g$ $m% m mMim viable 
ooomool ood$ deo^ooeimod m Che &pplkMkm ae tiled, 

Keaabdolka (2CMMI) pieoeot ooov of the mails d«mfel m da> Ikampfe of & pratem 
op : pikatbo oo whkh lunoor am!ph> k« perihooed. Tl^ resells ofetaom! are p^^t^d k 
tah^fer IbsTO oa page 567 sod coafkm Ibo improve^ooor ESS eeores wwi^ m the oppioahoo 
as gkd, In mMMkm,. the Table shows that for too Bonhoi lodex (El) ood the rooho ^eo 

wife Mmloiiterkm of M lea^i six oahk>o viohlo ooomoM oefb sapehor to edmm:btmdoo of 
two rnilMon eods, 

lo partimte, 'm oooiporbon 10 the 00*0 line ^eoee, the BI alter adotm.^trato:e:> o^f two 
00 Hkm viable oseronal eelh h mimUy |pweo; ; d h> over too polote; who^ae, tlmt ho at loaet six 
millbn ^ v fete csel ^ h \ MSiS^ ^ o ^ po ^ S>b I eo h>3 SI score lot a s od\>o 

viable cef^ m mm^i ov ^ v *\ ^ ihao. oaae-li^; whoro^m, for admfe:^fen.of; at kmi: eo. 
million viable celb lie soo^ is M^:%.MM..lk.ptt k comparted k> hssehoo. Ihw, 
again the too^tdr of M ere^t m mSBiw vMhe «t«l. eolh. prodaoed oooxpooledly sapenor 
reiiohe 10 eompad^m to the iiMfa of ooh ; two mhooo ce!M, 
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As kdkak4 on pges 9 to 12 of the msfmt appileattei, ESS, BI and «. iwmi 
of ability to prclbrai atxi&xd life eebvhies, Mti mi the reerMemg h&pm of s m&»< 

Thus* thg imptmmmm mtm will st% mB'ike viable eeiis an? kp^i fcr ^pro^if. the ability 
of victims of stroke to eope with a&ms&i life w di^pkw reeoeere, 

KasdaMka (2002} b a review iriici.^ eod provides a moooey of ih& ^v«fe§^^ of 
^mfe;b«l0ri of at temt six otohoo viable jmk&obbI ee&. la p&rdeoi&o KreeMofb* <$ ol stasis it 
pap 227, kdlMt&l eoleme, .f^rifrapk that: 

For ESS, the OKre^see tended to be larger m libs group of four pMsenfe 
$k milkm eeis, both m the total mims and m the compete motor 
sub^e&ie 1Mb the Bistbel ledex ood the soores ra the 

greop jecervl^g wo 9Mkm eelfe m& looked b the gomp reedvmg mMm 
All outeooo- i&eagfgKSBag^ wore m. Maitllymg e treed toward 

improved scores m the groojrof petko^ who resete^d sIk mbHoe oeeo>oo; celled* 

As state! above, to satt&ty the Seetioe KB *^yJrag&$m of ro*sooebk expeetelkm of 
ws oeed xo look at the sMte of the ort at the dote of the eppdo&hoo hong. The state of 
the art he- ombog temam who stm&e m 1999 m® in tket with m %oi?keot hope of 

suoem. Rather thee bslog pmrheteble, b^tory rho^e the eolore of others: m ^dmm AppikmU- 
■$mi The «ly treetmeet w cirnieo^|elooie v wliob &&$ to he ^dmhtfelered wdMo tk» toss of 
the bhtbd stroke eed oolv to fmtkffi with deoroo>eer^d ooedwo:e>rmepe strokes, Beseeer of 
those strkopoe reqmmmeot* md the expeom lew pebeole « $tHI treated by thk method, 
Trmtmmt eher the stroke eooskted o-dy of phymcal d^eo^ee, 

A recent ?epoo ««W the si&Se of art:: over S00 dreg entities io tended to trest stroke 
hod beeo mssessfW m 4000 M»l tem hot NONE w« sueee^&l io km Moreovee I>r. 
Gome (Smte 200 !. : iM^ thet ;: 'We o«d to bod trosOioeots that: ere sehsteotiohy 

otore potest IfeM tho« thM heve idled k dkkd Uieb tt> dote," tddere m mmlmz the 

poMivs effects of e variety of eoategi® pbr stroke) irom aimal modeb to 

hooter tdob ba^ prp!eM?d mv^stiptom^ (Dovb eod Dooooo, 200 h ; Stroke 33:309-10) 

Due to ths uoObn-o Mhoe of hhe oeosledo^ of the redeem sooeesr bee hueoeo thempy, e 
oeeiter of expem es^m^l ood pohfiohed ^ReeoermerKiedons tor Steadords fegerd.bg 
Ih'SclirdcaJ Ne^eproo-etbe ood Re^o>osdve Dree LWpaA poblished in !000 ; (Sooke 
30:2752-2751), Note thai tbig is eloKtst siottdtsneey^ with the llhog, of the tosteoi p$m 
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spplkMkm. This mmk provides mikmmlmi oa tbe mmmm &fmm soede imm^mimkml 
md ttmimmt ttfsmfce mmmj. Ibey too afloat the total lack v£mai%m& 

dhe idea of protesdkg brim tksee fm®. mhm mm^mmkm) u mi a » 
«MpL- Mm$ mmxypmmiiM- sgeota aad strakabes were studied m tile past, ht 
exarupk. fee m$kd mmm^m, ^sfetoy sm» m4 mm$$nmi%. hypstbemtue 
h&Mtmm, mkmm tkaaaet hlmMm, growth tkkaa, md mkm hmm been 
ksvmti§m^i im years. What mm®m mmm m that abhoagh mmy. of fese 
agare* appear qmm sfketke m pwdmml stadias mth mrnB-mmmi mmkh of 
mdmxm& (mis, mke, or prhliak oepe of these b« proven canduttaly to be 
dijOtm* m kooaoo , . ?i (p, 275.2; toireoees oudtted; eoeaarsk added) 

The eoetobttee explored peskbk »» for ids tola! idkss, fim* tie? mtmkkmd 
drug cteo. llsey stotgd ban the drug dose ekeetive m the mmm or rat moy oot be eileetka re 
largo aaoaak asd/or kmreo : evao after eealag ap too tloae for increased wekbi Ararkao 
problem tltey cited was that pmmmmiy doses- ooold bo otost oi&elioe at. only eoe of kw, imdivm 
m Mgh 4o« sod oot m other deoao The? ako ataotioaed thai drag 4ms raoges md mmcMm In 
rnmmk my mm. oserlap with those tolerated, m hmm$< >x ¥mhmmm% mdm% tor eaaavglo 
display exiosoknarv piMlkd.tyd' trx 2754) oReaoeery fet rodent models «w rapidly over the 
Orat low weeks alter stroke. Recover m hwmm wkh stroke oooy oeoor over s boger lime, op to 
seveob moolfcs afbr stroloo' (p, 2756} C«fest tbese sImsoiosOs wbb tkt Otloo Aoboo that 
^degod that hoooro dosiog k obvioos to one skilled It tbe m» Tboso sseksneoo ospojss do' 
Mltm rddhose sk died k tbe art etjodpoo doses., 

Aootbot prob;ero die Oere.ro usee oooskeool was the dtfkteeeos b aobroli eeokk The 
MCAO tmM (used k Mane of tbe Bmma®?$. ^kreeres) k steodatd for aeete stroke (p. 2774); 
btd tbey stated tbe Iblbw'kg: f loodard rodom oto<!el tor pososa-obe roeovery so.atks loos yet 
to. be established Tbe bktopathelogy mi behavioral deheds seco mik globol Iseltoo^o are pabe 
diAdos. , S-oodeoi eeokks beve yet to be esiablkbod ?e$pirdb 5 g ateaetaeatettts of mksd 
Wmwmm. deieds aad tbed reeaeery alter Idea! otfatedoo io oxletps," (eospbaak sdded. p, 
2756). h mmm, "mmMyiwm are m,MAAAMkm^^^^M^m,smmi 
m ptkedes. altboogli Idoltod. oxporkaco eakls wad baaeeos,^ 

1 -be <2aoioio.ee eooebked "'tbore is eo.rreotlv a \eespoOiaL ietoard.oree..opporteei i v for tbe 
Oovea>poo:ei ro e.. a p!®froacon>pooo apoosa ood idper sreotO'aads 0> oaooaet toeeboaas o\>. osov 
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afbr sm>ke, :: f .2757} These re$x&sts fem p^dlmasl stroke ^ipedm^ evide.r« the i«k of 
useful models and fe faite <ddmlm$i modefe to ptediet y.t:0itv m &amH»> 

As shown atow, ApoheooM have modrhed the ckdme t?> the w«i of $wk# fa 
hum&sis u&mg bMT cells. The d&im* reehe the yse of M leas? CUMKIMM) vttble oethe Iks 
fcslbwrng discuses iibe «k m the light of lis® ^»mt ei&lssm. 

Vkwdtg the A32 rdereeee ae a wk»k one cm eee th» hm mimm (Bmmpks 14) md 
pmmM mils \wm pmrnmeS m prodeoe ee^ux^phetes end their progerhee. hdydf&g nerve eette 
mi roher nszwm imm c€h, In m&km., mxtm rodent owdeio were im|fe.te4 wkh ehhet 
end^peok of edohokrwed nervooe tta$v Mor^mm there b e hyp-etheheel eweepte of a 
•pot^eof" wdo tmt*^^fk& "mmd^MK&iivs oweeee ;: m«voM folil code (lo^opk 14% 
Bxaraffa* fh end 17 ebo tm I^|K)thetkml &&m$£e» of the omtnteot of the demyolm<;oing 
Example IS A $ hygxytfeeM exoomte of edm^metrMJoe .bin a homen peikei m the 
mttlKkl dow n bed Ikampk 14 These -;ee eh hypothedeal exemplee. 

Ae with the 780 |mM.kmk>^ there b no empple of suo«es!\d tm^spla^ooke Into 
kooone, : juet eedent motfeb wkfeh do net have o reoxooohk eepeetehoe. of es.eeeee.s m pmldlng 
ihempeode beoete hi hum&sM, Tbew eldsoogh the V S32 p«i dteg^ hmm treatment of 
?>eo?^>degonemi ee dfessd&rs* It prnveles on details soeh &s ere efeooed by Applkenoe There It 
m eopp;m tor die eetua! um fn heoenw wnh etrohes, m speedke on ^«m, dehverw etc. 

Sinniinlp, the Snnberg a $1 teac-hkp are oa^ed on the hopIemmb:a af h'N'f eode k m 
eefeel roodef and do mm provide o reeeejiehle OKpectedo;e of eoeees^ lo r^ooooB, Moieoveo 
^$mhorp et el teaddiiga do g&*t dbolow oihos eee>roe:^ ho^'^oon^ to d>e eedree. ioeloxhee tte 
•reo-deer of cells eppfopnete for home oee. 

The tided eele?^nee k Ck^hovv^l! et c!l$doikg e rodom mode! e:od ^ diiie^m ^ouree of 
wib bo !«g^r claimed Forthoo^ofe, while Om^ow;tkl ^Ikgo fcl longer d^ky k 
MmMl^rbg the cede de> bog ee 3 moo.thef : there m no exptr|meo;od :>epport. tor thot slbpdoo 
There&r^ the mere ^degethei of ass lewepported oot erdehfe alkptkm does not reoder obvlo^e 
the ehekel fmdiEgl oidhe mslaot ^oveotioo, The Ofhee Aetloo rieo ^ogge^te the ergumems of 
eooeeehleoreol of doe eelhreoce §e.|oests "oooeoahlemoot of [the? Appiee^ie'] own melded 
etemr,^ However, Applied e:re the fel to oee m homeoe in tone 
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Because. &e eomy MtloB vf^smset Mk is* sraGhfe^ewe^ limtMios of the iiHtast 
claims I ~4, this ground for mj^eikm ^ppesssss to be mam mi me k wM&!»m 

Son don 105 ilejeerbn of dmm 749 $m\m$mm fkytkm^m in view of the 112 

p$mi and fmihrn m vim^mUcbim 

Tim OMm Adkm dm &%t pmm^m *ffrm if a r^ltace m Wpmlw 

device, it Is prior setf Iw &!! that tUmto/ !%tk^:mm, **A a<>^^Mblmg mv«:^ moy qualify 
m prior gut Ik *he purpose ofd^kmkkg obvbuso^s node? 15 U.S.C. 103/ fadmmm 
onbtted) 

The Ofhee Astra $Mm t!M Sateg and Bortoopo ocp^>r^di:;o,pmh-e &M!i<>n k rat* 
tr&s*spSasiS®d wills hNl" eofe a std&tal Mk : si differ t© wgs& vm obnorvod wlwo leial sf««t&J ce!h 
w« \md Its treating «^%^«tn^ $tmm m H^kgli^, The Applies believe 
itiftttheee pn>ofa oro limited i& the ooaobo;k>n fhtt b rodent mctt for stroke ami Il^tbfto^ 
MKT odls or gtsktd cells hm% proven mssmful. There m no roport of m hmmm* not h 
tee sy redMlsm or sogpshoo of the et&bm orrnnoo in taw, 

The Oftke Action xse$i notes that tkhido et a] nrrphnrted cdiite of the « geneoc 
mnkeop an the recipient is irrete^s heeoose a) fee ^ no united ilmiialm of w^epa 
oells m ike dmm imi b) ihm m^mm wm mi rdkd v&m for teoehing whfch ty po of gad of 
bnpfant {thoae ieoohiogs boing ibnnd in the If! 2 potent m&I S^nborg «i Bodonpnf Udbdo is 
ejted to provo that transplanted mth have the cannedy to migrate to d^tont site^. 1'be Offlco 
Aclioo goes on to state tlM migrtfeg eoMs in the prior art r^n<lor obvious eltnm ! 5^ 
woorotn d k redted fel tbe eolts o.r^; impiao^d Into o loooboo b-oo) which tbt: neeronol oeHs 
inlgmio n> the bon:^§ed im," 

Tbo Oetb& ^fetn^ $xmm thai il jt eoowt be nde<! not that the -msnntf eolb wos-o 
>:%5o<-/teilo^ tfeb- ^te ^feeont tnp^tntlon tenpb^b ad<!ed)f' : f herobn-e, the toodnnp of 
fielbdo » k«lte! «l eoot^nt be nsed to soppnrt the e^e of Ifehitio fe- the pmpoottion ihot 
mf irmspkmi ends e^n migrate to dbtoot d«v bortboroto:^, the reeny dfferonee^ between 
the eelb and «ipia^ os well a>> the htek of dosage in libido n:blh^to ogoiont applying this 
retbrenee to eorrendy amended oktm LI 

1'aklng ol the ^elbreneee together, none tooeb the roe of hNT oelli to toon etroke m 
lmmm\&, mw do they tench of sygg«$t the proper do^agf that is rnodno. Most ;nteee$^;h.d nnhoal 
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teste of glmke do »t sssislt sst success is t*umaa& Tfe&re&re, eve?; though mto'I mode! of 
strafes* k popular (bcoai^e teg is no it is no! a successful modictor imm 111^ m 



Applksm. TzspmMk mbmm mm & claims are in oomoion jfe a!krasn£* ood 
mnilcilkm to effect is ssasses*^ m|U^fei Tte: feionioor is k&riteti to to^pbonc 
Appllcam's a&oaaey (4§P-M4-?745) to tkiHl« possootb?^ of Ms &ppUmlim. 

Ifmmmmy. pimm dm$® my Mdtikmd. im$ or cmiin m y $sp&ymmi to Deposit Atamm 
No. 56*3956, 
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